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(57 ) Abstract; It is intended, as compounds inhibiting the r-secretase activity, compounds having an amino acid sequence which 
comprises at least 3 consecutive amino acids including the 1 1-th Leu in the amino acid sequence Val-Val-Ile-Ala-Thr-Val-Ile-Val- 
^= Ile-Thr-Leu-Val-Met-Leu-Lys-Lys-Lys, has hydroxyethylenc group(s) as a substitute for the peptide bond between the Leu and an 
^= amino acid immediately before and/or after the same, having an alkyloxycarbonyl group based on a Ci.io alkyl group optionally 
substituted by phenyl or naphthy 1 at the N-terminus, having been alky l-esterified or alkyl-amidated at the C-terminus by a Ci.w alkyl 
group optionally substituted by phenyl or naphthyl, and optionally substituted at l^rdroxyl group of the 10-th Thr by a hydr<vhobic 
Ci.4 group or a Z group or its salt 
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5 i$.m^m 

TSP^ Ht!JIE<*^>/^4'S (amyloid precursor protein> aTAPP<!:t>5>. ) 
A^e>An7K^»?t)J»rlc<fcoTM^$tl'5o APPI*695<@. 75H@3D'5t^li770^@CDT5 

^tfi^U^kP? (lUT. rAPP695j ■^•(DT'^ /KIE5iJ^Se?'JII^ 7 (C^ 

•T) A^i^^J'lC^&oTt^-S, APP695(i. lSa(^^^:t->Z>^€>695SB07;^/t 
^4^>*T05TSyffil695<iA*e>«:-5. ±<k LT»lg«BII&-rf|]aUTlN'57>r V 
:75j— ATftU. lffl)l&IS*llHliiia-r«M>i)@Kpt^> (625SB(^^Uv>^^e» 
25 648#S<DP^*>>*T'a)2 4<i<D75y^) $fc':)^'<:/1Sm:^>-'N°^®'C^ 
^, 7SP-f H^VA^'Mli. APP695<©lfflll&^SPlCfe^597SS<07:^/t^4^> 

<!: . 638S BCDT^— >*Sl ^li639# B <0 h U:t— > *r © 7 5 il42® ^ ^ I x 
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-fi. T^yWimtl^^U^K?? (iUT. rAPP770j ilMN. ^(^H-H^IHI 

5 T^y. APP695^^Slc;5:U7Sy®lge?'J (289§B<D^;i't$'5>SIA^6363Si 
con v>^"C(?!)75<@<D7$/^) ^#€/o il<0}f AT^ ^ ^iE^JJ-U^liAPP695i 
^<75yKK^J*t>O^J'^@T'*'5, APP695. APP770m^JCliAPP751<i:t^e>7 
-iVPit-Ixtfiib^tfis cn(*APP770<O345SB(O^5=-:^->*^e>363SBO'J v 
><D19<@CD7$y^;&</j:<. :^gPT751liOT5y^X?^^J5:-5o APP751 <?:APP770 

10 ic^iiuTSA^n-STsyKieyij (APP770(O7sy^i2?ij-e^-r<!:. 289#a 

yuTT-M^ > k br^-<3D;S14*<* U . ?$Jl*BliaJU^®ifflllSlcfelxT^3a5 tl 

15 He^WlcSEiW^tlT CYankner. -B-A: Dawes. -L-R; Fisher. -S: Vi I la-Komarof f 
.-L; Oster-Granlte, -M-L: Neve. -R-L Neurotoxicity of a fragment of the a 
myloid precursor associated with Alzheimer's disease. (1989) Science. 24 
5(4916): 417-20. 'SlU. Yanl<ner. -B-A; Duffy. -L-K; Kirschner. -D-A. Neurotr 
ophic and neurotoxic effects of amyloid beta protein: reversal by tachyk 

20 in in neuropeptides. (1990) Science. 1990 250(4978) : 279-82] JU^. T)V'y 

25 ;U7K+->;b5K^^lliJT'«ieT$n. 75P-f H^'W^^KOjgglitAPPOlfflfl&SKrn- 
>/t^M<D*;U7K4^->;U*3SS-e*'5^>T (r) gPfilL (APP770T'tNp75yK« 
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3SE (*;W7K+*>;b*iSB:^iRi) (ommnmiJ<o>(:fi^a> is) &iSL (app770ti> 

mt \yxmm.7)\^vf\^^-mm^tfi^^o 
r -fe^ u^— Iff*. #sflMj£^m«ittT;i/^;//\-r v-j^oi^Hiie^ih \^x% 

m.^tlti. 4lc*-5yH2^U>l CSherrington.-R; Rogaev. -E-l; L 

15 iang. -Y; Rogaeva. -E-A; Levesque. -G; Ikeda, Hyi; Chi. -H; Lin. -C; Li. -G: Hoi 
man. -K; et-ai. Cloning of a gene bearing missense mutations in early-ons 
et familial Alzheimer' s disease. (1995) Nature. 375(6534), 754-760] ii^ 
U'-fe— U>2 CLevy-Lahad. -E; Wasco. -W; Poorkaj. -P; Romana -IHIII: Oshima. - 
J; Pettingell.-W-H; Yu.-C-E: Jondro. -P-D; Schmidt. -S-D; Wang. -K; et-al. 
20 Candidate gene for the chromosome 1 familial Alzheimer's disease locus. 
(1995) Science. 269(5226). 973-977/Rt/. Rogaev, -E- 1 ; Sherrington, -R; R 
ogaeva. -E-A; Levesque. -G: Ikeda. -M; Liang. -Y: Chi.-H; Lin, -C; Holman. -K; 
Tsuda. -T; et-al. Familial Alzheimer's disease in kindreds with missense 
mutations in a gene on chromosome 1 related to the Alzheimer's disease 
25 type 3 gene. (1995) Nature 376 (6543) . 775-778) (DSe^S^^T^'S^-r -5 

K??^%timm^mm^^T)wyj\^^-m(r>wmm.m.^x^^ (Goate. a. 

et al Nature 1991) Ztt>^^. ^ ^<OTJUy/\^^-mt{>'^z>m^&(Ommz 
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tAJi4 3#i©hU'5f-->T^T-r«4 2®*-5lN|i4 3<i<Z>75y K*^e>^'5 

TSP'T K:$'W^^KB^OEgfli^;*^UTt^€»<^:5tx.e>tlTl^SRl^T5P•< 

15 K^V/t^M0!>7Sy*^<3!>ifiB5lC^-5X^?x— (Met670Asn» Lys67 
ILeu : ilUAPP770(OT5y^§^lCfi£c>o iUT. Ummzz>l\xmC. ) . 
>y§y^M (Glu693Gln) . P>H>^^ (Va 1 717 Me) StJ^^-::^ U 
(Leu723Pro) IC^(t6»nSo :^C7x-7'>^STIi2-D<Z>7'5P>r K^Wt^ 

1 6^;&^e>2 0^. Tjuy/\^^-m<D^is^tii^^^^^^^t0iU^mzm^M^ti 

25 (Corder. -E-H; Saunders. -A-M; Stri ttraatter. -W-J; Schmechel. -D-E; G 

askell.-P-C: Small.-G-W; Roses. -A-D; Haines. -J-L; Pericak-Vance. -M-A. Ge 
ne dose of aooi ipoprotein E type 4 allele and the risk of Alzheimer's di 
sease In late onset families. (1993) Science. 261 (5123): 921-3} . 
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-fe- g > 1 ;&<mSfe^i^J^t>•^Tl^'5c:<!:l*I^EB^^nTt^S. C©:/U-b— U > 

'5n^fE^4***S<hl^e^C<^:*#^/J:<Tl*^e>^t^ (Hardy. J.. Israel. A. Alzh 
eimer's disease. In search of gamma-secretase. (1999) Nature. 398 (6727), 
466-7) o 

H^>y'«^JI<0*;U?K+'>;l/5|5^IC«»^SmPP©rSPia[Oa^ CMori H.. Ta 
kio K.. Ogawara NL & Selkoe D.J. Mass spectrometry of purified amyloid b 
protein in Alzheimer' s disease. (1992) J. Biol. Chem. 267. 17082-17086; 
RoherA.E.. Lowenson J. D. , ClaWs. . Wolkowa. Wang R. . Cotter R. J.. 
20 Reardon LIU. Zurcher-Neely KA., Heinrikson R. L. . Ball UJ. . et al. Str 
uctural alterations in the peptide backbone of beta-amyloid core protein 
may account for its deposition and stability in Alzheimer's disease. (1 
993) J Biol Chem. 268(5). 3072-3083) ICS^< '<^5=- h'«ffik<b^«K!lT^SIfi 

mn^. T7.n^=^>^^\k^^tfimmx'ib^ti<on^ cwoifews.. xiaw., 

25 Ostaszewski B. L . Diehl T. S. . Kimberly W. T. . Selkoe D.J. Two transraembra 
ne aspartates In presenilln-1 required for presenilin endoproteo lysis an 
d gamma-secretase activity. (1999) Nature 398 (6727). 513-517) [z^flS 
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^y5^K^(ttib^«^<!:UTIiDFK-167 CWolfe»AS. . Citron M. DiehlT. S.. 
Xia W. . Donkor I. C and Selkoe D. J. : A substrate-based difluoro ketone s 
electively inhibits Alzheimer' s g-secretase activity. (1998) J. Med. Ch 
era.. 41(1). 6-9) tfi^^tlXi^^o 

stiTos. Tfsitf-^. ni'<x^mmmm(ommxif^^nfzi-m,A5B cshear 

man. MIS.. Beher, D. . Clarke. EE. Lewis, H.D.. Harrison,!., Hunt. P. , Nadin 
.A.. Smith, A. L, Stevenson, a . Castra J. L L-685. 45& an aspartyl protea 
se transition state mimic, is a potent inhibitor of amyloid beta-protein 

10 precursor gamma-secretase activity. (2000) Biochemistry 39 (30). 8698-8 
704D a-+t h 'J :^'»Ri#S'JT*'5JLK-6 CNakaj ima. K , Powers. J. C. , A 
she,B.iyL, Zimmerman. M Mapping the extended substrate binding site of ca 
thepsin G and human leukocyte elastase. Studies with peptide substrates 
related to the alpha 1 -protease Inhibitor reactive site. (1979) J. Biol. 

15 Chem. 254 (10). 4027-32D t.1fitb^. 

ssAPP^r sPttics::J< Y^^^mt^^commntMmm^^mzm-^ 

20 tfEfmifi^fX^o PWffJL-685. 458^JLK-6I*. :*:3|5APP075 P>f K^Wt^?® 
25 ^P^(D§II^ 

:$^^B^<owu^mm{t. r'^^\^^—^mx{tu<. sm-e^^APPOTsy 
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:*:5gB<«(i. lia<^W^»l^lcfise>Uoo. APPO (TgPttT'li;5:<) egp^aic 
10 S S UTii]mX^«ffita/£:i^m. APPO £ gPfit*#tfSl<@(D7 5 7 ^iE^'JillHEl 

( 1 ) 75y®liE^iJVal-Val-l le-Ala-Thr-Val-l le-Val-l le-Thr-Leu-Val-Met-Le 
u-Lys-Lys-Lys (mm^^) iziSl^X. ^1 1 Sa<OLeu^#t;ai^U;fcii^^< 

ttiSSfeic-fiiS-r -57 5 /f&t(om rcfcuT. Ki^^- c o - n h - icft^ 

)l^MzX^7)l=^)V^7(.'TMt5L{t7)\^=¥)\^7^ K^k^tlTSnTfey . IN 1 
25 0§B(DThr<Ot HP+v;US<^7KmA<^m^l ~4(?5i»7ktt»XliZS(cJ:y 

(2) ±IE (1) (Oit'^SZ^l^X. m.7^Jmm<om^ 4SiOLeu*«lleT 
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TJ;lMB|s7k1475ySITM^$n. XttH 1 OSiOThrXJ^SerTg^Stlv XI* 
HQSacDIIeAJ. LeuTftoT«kl^i»7k14TSyKTMm^nT^^«C<!:^:^^Sfc 

5 (3) 7*y®liE9iJlle-Thr-Leu-Val-Met-Leu (iE5im^2) iCfclNT. Ig3§ 
^:/5'KI^^-CO-NH-fCft^Tt Kp4^*>X5'U>S-CHOH-CH2 

(4) TS/Sliemeu-Val-Met-Leu (iE^J#^3) lZfcl\T» |g 1 SB<^Leu<t 
|g2SB0DVal«hrBllCfcl\T. ^:^5^Ki^^-CO-N H-|Cft^Tt KP + -> 

(5) T^ySIKmhr-Leu-Val-Met (K^JS^4) icteUT. IglSBOThri: 
25 m2SBC0Leu«h<Df^lCfctxT. H^^- C O- N H-tCttATt KP + 
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ST;U+;Ux;^x;MbX(i7;l/+;P75 hMbStiTSnxfey . Throat HP4^ 
5 (6) ±IS (3) (Oit^f^Vi^^X. y2i\<DmmizmmT^leut}i. lleT^oT 

(7) ±iE (4) <Oit^<^-CS!>^X. yz\(Dm.wilzmM't^leutfi. lleT'^^T 

7 5 y SIS u < (iProic ck u mwktstixi^^ :it.^^mt-r^it^^:^it^<om 

(8) ±IE (5) (Oit'^'^X&^X. ydi\(Dmm\zmMT^leut)^> WeX^oX 

15 ^Mlcg^§o^s*^g> 

(9) ±fS (3) (D-fb^J^T^oTv Thr*<SerfCJ:yg^^nT^^'5C<!:«:^^Sfe 

«h-r'5^b^«^x«-e(^^a'j^fl*ifcfF§ ufi-s^. 

(10) ±IE (3) <Dit^mx&^X. lleA^. LeuT^^T«fct^i»7jctt75 ^ SI 
CcJ:ym^*tiTO^C<h^!^gfc<i:-r-5^b^«K!lX(«<0ilffJ^Wlcf|:§U^*« 

20 . 

(1 1) ±iE (5) (O-fb^J^T-^oT. ThrA«SerlC<kyM^$nTtN-5Ct^J^ 
Sft<!:t-'5^b^4«3X(i*®ai»J^WCi2f§U^'5^g. 

(12) ±a (1) (11) (0^5Itl/>^<0'{b^1^!I'C^oT» U7Jl=¥JV^=¥ 

i^:hj\^7^-jimt^Bocmx'&^z^=^i^mt-r^it^^^it't(omm^miznn 
25 u#s^. 

(13) ±iE (1) (12) <0<5Fn/>^O^b^J^lCfcUT» 7;i/+>l/:t+-> 
JU/K— -/WS^^tt* y CCTy r-G I y-Arg-Lys-Lys-Arg-Arg-G I n-Arg-Arg-Arg (ffijij 

5 ) cfc y u^T^v H^ife^ LTW^-s c ^^f^sftt -r-s-fb^^xii-t 
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(14) ±iE (1) fsii^iy (1 3) <oisintfi<Dit^<^^^Ajxrji^:^>^-\z^ I' 

(15) ±I£ (1) (1 3) <0^tlt>(Oit^Wz^f^in.W^ 

5 (1 6) 7^P>r H;$'>/t^S^^iam^«0;^^U-->^IC*3lt€»±iS (1) 

t3n,\u (13) (oisin/)^<oit^<^<o. ^>-^-\i.^iy^—^m.mMtiyX(D^mo 

0 2 (i, gi 1 ics^K :7 □ -5^-^^ — ho— gp^s^f o 

@3(i. m2lzm<yn-^^—b(0—^^^T« 

20 @5tt. m2izm<yo-9^-v—\-(DM^<o—^^7^To 

@9(i. S8icSE<:7P-^+'-ho— BP*^t-o 

25 01 0(i. S9rc^<:7P-5'i'-hO— gP^r^-To 

01 1 li» 01 0JCiBI<7P-5^l'— hO)— gP^^-r. 

01 2li» 01 1 tC^<7P-^-f — gP*^"fo 



wo 03/091278 




PCT/JP03/05017 



-11- 



5 <, >5^;Us x5^;p. zfoblJW >rv:^ptf;k n-:/5=-;k sec-::/ 

t-y5^;k n-^>5^;k -fy^v^^-'k 2-pt^;uy5^;k 2, 2- 
>?>i^;U^Pkf;k t-'^>5=-^k ^=¥i^JW ^-^J-)Vs ^^5=-;k ;k 

15 5i>i««Wr'5'bOTt)cfc<. «iJ^(i. >5^;k a:5^;k :/ntf;k -TV^Plf^U 
. n-:r5^;k sec-:r5^;k t-:/5^;k r\-^>^)ls ^y^>'f-)V. 2- 
2, 2-v;>«5=-;uyPtr-'k t-^>5^;k ^^vJk ^^^^^l/ 

25 ;k sec-::^5^;k t -y5^;uW(Di»7k14«SS;&«^if e>ti'5o 
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^m^'^t^TS.n^ Ka^fC*tUT'b«I«»J>S14*««S^^n>£:o 
5 APP(0 £ mm.i^j&tW\m<Dy ^ J ^WM^M-^W\^ts^ Ur-\z^ UtJ' — tf iz J; 

Its £gP<af^5fiO!>*-575ySI^»-NH-CHR-CO-*. R ICOtxTflftt 

-SZSySlihl^Tlille. VaU Ala. Qhmtfi. I lelcS^T'#^7SyKi:UT 
liLeu. VaU Ala. Glyll;&^ ThrlcS^T^'SZ^ /^<t UT(*Ser^*«. Metic 
Mlfe-C^-ST^yKiiUTttAlallXj^. AlalcMlfeT'SSTSy^tUTIiGlyv V 
15 aU Me. Leull*«. LyslCg«IT^-5T5yBI<hUTIiArg. HisHXJ^ ^tl^n 
^IfetlSo *>t:. E^JS^l icfelt-Sl 4Sa©Leu (K5iJS^2 icfcft^lg 
6SB<?DLeu. Sl>'K9«J#^3 lC*3lt'5l^4§B(DLeu(C|5)t:.„ ) ICOUTIi*#lC 
. Pro^C<fct5T'bg^OT<i:l^• dm*. ^^gp<a«)75y SIA^Prolz^^UTU 

20 -€-(0 J: 5 txmmi^^ >/t^M*<r -b^? U^— If ic^Tf SSt^fR?D14«:W-r « C <h 
^^iS^-S) *^^^$nTlN-5;&^e>T^'5 CKwok. -J-B; Li.-Q-X; Hallupp. -M; 
Whyte,-S; Ames. -D; Beyreuther, -K: Masters. -C-L; Schof ield. -P-R. Novel Le 
u723Pro afflyloid precursor protein mutation increases amyloid beta42(43) 
peptide levels and induces apoptosis. Ann-Neurol. 2000 Feb; 47(2): 249-5 

25 3] o 

:$imm(Dit^^^'^^t^rc«><Dm^is^zj^^^<D^^Ty>^iz^^\xm^.^^ 
y^mu. m^x&^ifi^. ^mmt^^s mms tfumm^m^ntsi-Dxmmtt 
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■r$lJ^^t!|i$^t^t)0■C*oT«fcC^o CC:iClNe>*«J^<^tai<!:UT(i, Tyr-Gly-Ar 
g-Lys-Lys-Arg-Arg-Gln-Arg-Arg-Arg (ie5!lS^3) (^lHB<075yK«i:y^'5 
15 E5iJ^*S-r (Schwarze. S. R. , Ho. A.. Vocero-Akbani, A. & Dowdy. S. F. In v 
ivo protein transduction: Delivery of a biologically active protein into 

the mouse Science 285: 1569-1572) o N*S^(|iJ(C/^:^5^ H^^T^^^nTt 

it. TShMb. y^tiXOi^mt^'^. ^AgP^^OitW^^. 

-ryvh-;KDttWse^. ^sam^. ^\t. Kie-^* »i>5^>»Mb, ^ 

25 T-i^j^P^H+v^Mb, ^^U^v^Mb. GPI7>*-JBfi)c, TkSI-fbv ac^^-fb. > 
5^;Mb, SUy^h-f^Mb* K^b, ^>/t^MAD7K5J'ft?::^P'b y U>K<b 
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5 AG— tag, b>y—\£s 7 )V:h^)^:^y 7 \em(Df^^^oy*J 

utfii^^'^m-t^^tbizit. ±uurce^mj&m(Dmm(07^ym&^^\^t:/urd 
20 ^(Dtiimi-f^n^o 

(1) Val-Val-lle-Ala-Thr-Val-lle-Val-lle-Thr (SE^'iS^ 1 0) O^^PtH^ 

(2) Val-Val-lle-Ala-Thr-Val-lle-Val-lle-Thr-Leu (K^US^l 1) 

25 (3) Leu-Val-Met-Leu-Lys-Lys-Lys (SSJ^'iS-^ 1 2) (^)7^ ^ ^s^t^JP'T ->> 
(4) Val-Met-Leu-Lys-Lys-Lys CffifJ#^l 3D <D7Sy*^0/1«J >€r^SSI 
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UT, 7'j:j.yi>^<on^^rcmm^T\z. mnmrc^tnmz^^^^^^,Mtm 
10 mvtt^mx. f^^mzsi^{yXi^mi^i&^t5^u/^rciimi^t^jii^n(D^^mm 

lci^ge>;5:t^. ^fejS^nsiftil^jitt. -^O^s ^yl-. ^-^^^ "^^^ O^s Oi^m 

ifiyf^m\zm\.^^n^o i^^j^i^u-^ji^simt. uw(^f!i\(oi5m\z^<jmmt\^x 

tltz/\-<y^J K-^*^P->^bU. ^ilBfllC^'Siff^J&^k^l^S^rltSM legist 

^latt:^lHliR-f'5. ll0iJ«i:LT(*. f\>C:f^J K-^jS (Kohler a and Milstein 
C. (1975) Nature 256. 495-497) . hU^— "7;* (Kozbor et al. Immunology 
Today (1983) 4: 72) . j3<i:Z^EBV;i (Cole et al. Monoclonal antibodies an 
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d cancer therapy. Alan R. Liss. Inc. (1985): 77-96) lZUm^n^<i:z>fJi 

. *%BfloD^b^i«8*#>u'c?5:'5Siiajaj««l^a<o^^lft%<^>»*i^i^J^^ii. Jitt 

*5gP^O^b^«tofcJ;lJ^^Og|Sli**^t^li^<0^ft?^^lC>t^^'5iatt«fflt^;t 
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5 (Iias0ijl3 -(b^l^Boc-Leut-Val-Met-Leu-OMecT)^/^ 

01 -Slca^-r^jUciSJ^Iw^oT. Boc-Leu»Val-Met-Leu-OMe t.^^. r*j 
. Leu<hValCDPBl©^:/5^HI^^ r-co-NH-j ;&« HP4^*>:t5'U>S F-c 
HOH-CH2-J (c^^^^e)nTl^SC<!:*^^. ) *JUTOJ:^lCUT^ 

10 xitRm<oi>(D^MMiyrco mmt^^om^^^^ (1) ic^^. 




(1) 

l-a^'>y-Ji^iSSk^ (2) (9. 87g. 64.2 ninol) *7'-feh>100 ml. tKSO m 
l^mpiXMMs h'Jx5^;l/T5> (21. 5 ml. 128 mmol) **P^T - 10t:(C>&ai 
15 Urco -lO'CTBoCzO (20 g. 92 mraol) ^iSTv ^<D^>^in^^UT$»^l«r# 
Sfe. 7"bh>*a*. 0.1 M*gg|*^500 ml*APATi^^X5';W500 mITttaSUfc 

„ ^«ig«o. 1 mm. tk. fi&w^*i*-ejii;*2tj^afe» fstTKfiSBi:^ h u a-cie 

ig, ^iSSiJ^ii^^, ii$SU>bo i>U*y;U:t-:/>*^A (250 g. BtSlx5^ 

;p/^+i^->=i /3) T'tiisuTaM^iBoc-P'fvy-^i^ O) ^^i;to »r 

20 S12. 88 g(92X). 

Boc-P-fv>'-^U (3) (12.88g. 58. 9 mmol) « h;UX>7^-:/->iSfe. 
7JHf>^^U^o i^>^;l'>^;U7:t+'>K (Stt^K. 200 ml) lCj§P, h«JX5^ 
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;U7S> (22 ml. 158mmol) ^m?LX]5'C<D7mT7%&r^o -fi^ ^m^^T. 
u\zXs T)Vzi>m.^T. B.mmM\f.')'y>nW (25.3 g, 159 mmol) ^«t7K 

DMSO (100 ml) icsft?. ymv^mwr^. Boc-p>rvy-;p o) <r>^m^^ 

. 15'C;^aiT. =K<b«5S|jSj«*jSTU (45^) -ecT)^. 85^Jgi$^. ;%*1500 m 

ailSDbo •>u*^;i/:t-:/>*^A (250 g. i*gixf^;u//\^r-y->= 

1/5) T*iS!IUTBM#lBoc-Leu-H (T^l/T^b H) (4) ^^fco iRSIO. 9 
g (85. 85K) . 

10 TK^-fbi^- hU OA (S£}A*f 62. 6 X) *0. 53g<Oii:;**I^^UT;l'd'>'S^U/S: 
. emiCDMSO (ffilTk. 50ral) $*qA50'ClC*pa. mra^l^U. cniCTHF (ffitTK 
. 50 ml) $*DX.T7K>^U>£:. (CHjjSI (3.1 g. 15.2 mmol) (Z>DMSO (15ml) JSiS 
^iSTU. jSTia*&A^e>1^^. Boc-Leu-H (T>»U5=^tK) (4) (2. 0 g. 9. 3 
mmol) (DTHF (10 ml) iST U/cio iST$»7^, ^^iP^^umFe^JiJ^ U;t 

15 . JS*5>R*J^7K1000ral4'JCjftAUTJSJE5IITU. i^Blx5^;l.T-ttaiUv 7k. 

(DWMU^'Si'm:!. Boc-Leu-H (T^PT^'t H) (4) (4 58 g. 21. 3 mmol 

) *l^^<D^#-CSf&U. 4 81g©*Emi!l«^ (5 b) ^W/bo C<DJ5Jt^ 

20 >=1 /2)Ti^SSU^» 1RS5. 6g (BOX) . C4l«r->U*y;l/:t- :^>*^A (h 
U^PPjjttJ^V/Z-b h>=100//l ) T^J-glU. v7:^-7^U5l-T-$i|ig{UT 
5 a. 5 b*-etl-€'n^miC^tJ®^*|aliRU;t. 5^7X^U7|-T-5 a. 5 b 
©2pJ»JliNMRIC<fcy^7teofc. 5ay!yf^O®^ (5a/5b = 5/l) 

25 x;H^Mk^#l5 a (0. 96g. 4 2ramol) <hVP >SlvX5^;i. (0. 76ml, 1. 2^fi 
) *x^y-^i. (»i7k) 3rallcjSI?^. tK^^T. 20%:*- h U Ax h+S^ h' 2rol 
(3^M) *aSTUfco ;^fil*tt-ru. MT20I^Hig^S^. J^10%^x>^7K 
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Z^UrrvmSST. -rt^JBaea (1. 13g. 3. 29niniol) «:»i7Kxt$'y-;U0ml icS 
MU. tK^^T. 20%:^hU^Axh+->K (1.4nil. 1. 2^S) . BOit-fyzfa 

5 tf;p (1.8ml, 3S«) ^mxtdk. mr:[zxs^fiimn. m^xW:m.mn. 
eo'c-eTRjPigjfi^u^o ;$io%^x>^7jc^}ft^SAUTJ5jE&j^7U^o itsix 

jS^^HSUxe^SKI^i^^ifco ->U*y;u*5A (20g. it®|x5^;u/'^4^-9- 
>=1/3) -cmi!{OT> mm^l^mtio iRSO. Sg (63%) o 
10 h>-x;^-7^;U (7) (0. 78g. 2. Ommol) ^S^^t-^MtVls^IlOinl lCj§ft¥o tK 

J^T. 1N7)ci«^b:^hUr>A (4nil) ^iST^. mSfCTlS^U;t. 

. ^^h>-*;u7H>^ (8) cn*^cD^^h;ux>icjS 
'cic*nm-r-5o 1. 5i^iffl^h;ux>*s*. ->u*y;u*^A mm:ii^)\^y^ 

<Dy^5t?*y h(C*tlB-r'5'fb^«^ (9 a) 0. 4g» »t/±^0:;^7H y h iC^JJSJf-S'fb 
^Jfe (9 b) 0. 2g€:l^^, -en-?tHR^63%&Z/32%« 
20 'fb^5^9a (0. 37g. 1. ISramol) *>?5*-=1rtf>2. SmMCjg^Ps tK^T, m^7lc 
^'fb:M-U'5Aj§;«^}ST^. ^igT2 i^Peliittuyto c:nic20%^x>®l7jc^ 
ig«:ilPiLTJ5^BS:^7$-lt» i*^x5^;PTttail/fc. 7k;:>:t^T'fia*l:^lg7KT'^^ 
W«ie*«SEK:^hUOAT^«!IU ifiiS. SJSUTt HP+*>*;U7K>BI ( 
1 0) *^#>bo Ctl^&ilTkDMFICiSfSUT. 'i^^^J-)V (1.7g, 25minol) . IS 
25 -fbt -:/5^;Uv^pt5^;U'>U;P (1.8g. 12mmol) DMAP (25mg, 0. 2niraol) ^Mdin 

TLX. t^m.m.i^\z.xmw{^it, cn(c>^y-;u*^iini**px.T30^jir#UTs£ 

m^^K^ltMks 20X4?x>SllCtftA. i^ilX5^iHibtiiL>£:, W«^*7Kgfe. fiSW 
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mmzmmLx. m^-vAmmmni^ (tlc. ^z/Rmmmsj:v. v-g^ux^ 

y')\^<DXfim^mm) . It^^MEES*^. i^^J^^/A^^A (i^^x5^;U/^+ 
■y->=l/2) T^JSlUTv -fb^^ll 1 *?#feo »RS0.5g (96X) 

iRSO. 2g (88X) 
(Leu-OMe^^i^O^Jilc) 

!Sijk>^^y-Jl (150ral) *:7^>^3t|'ICAtl. (-IS'C) . SOCU 

(40nil) =^MT. ^Q^mi-a-i '»^m^<D^^^A. J^m^itri^. MSICT 

10 mnvr^o **iio5^^»i7K>^>'-;u*ioomi*ii*nuTi5^iii$u;to 2oi^p^^ 

;|/X-5^;i/$iin^TitKi*ifi«lv 7KK^b:^hUC?A±Tj)^te*gU;t« iRg24. 2 
3g (87- S%) 
CBoc-Met-Leu-OMe0^fi£] 
15 500ml3;U'OICHCI, Leu-OMe (5. 3g. 29. 2inniol) . Boc-Met (7. 64g. 30. 6nimol) 
. 1 - t KP+*>- 1 H W h U (HOBO (4. 34g, 32mraol) ^SU 

DMFfCiSMUyto i^iPT. WSCD (5.88ml, 32inmol) ^-^TUfz. 2mmW: 
. ;^2%M^zk'^fiA. *frajL>t2tl^^2i«5l. 7K2tU;to cn<&Bt®lx5^;U300in 

fl<j!^ (1 3) ^?#^o iR«10.4g (94. 6X) o 
Boc-Met-Leu-OMe (1. 09g. 2. 89nimol) (C>&filTTFA<&*n^. >&iPT105i^^. >^ 

m^iffuxmi^izTSQ^mnuyto tfa^s*. 4. 9«^igK/->:t4^-y-> (o. 
25 71m I ) t:mxxs ^=¥it>X'^m7':h> y4k. mm ms.^muxmi^^mrc 

±lElg^ig (0. 29g. 0. SSmrnol) IC. ^t^^ 1 (0. 34g, 0. 76niniol) HOOB 
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t (150mg, 0. 92minol) ^liQXX. DMF (10ml) izmmUTco ;^inTWSCD (170m I. 
0. 93ininol) ^iiST^. J^ai^li-TU* MSlcTHl^U/tc ZQmm'4k. }%2%m 

5 /s4.-y->=i/4) TilSiSfUb^J^l 4 $:?i>to iRmO. 5g (93%) , 

ftS-frl 4 (0.5g. 15-02011221) ^IBlTKTHFlCjgSPUv TBAF • SHzO (SSOmg. 1 
.OBmraol) *APX.T, MiaT24IRSSJi}$f *C<tJCJ:y . Bi>'U;MbU;t. THF€: 

a^s^. i^vtt</j\^^^A (i^^x5^;u/'\+-y->= 1/1-1/2) TiSiJo 
Bfl^i-fb^Ji^!! (1) (ommmsho. 25g. mmm-Ug=&mfto ^mpic (ymc-ods. 
10 z-th-hu^p/Tk/o. i%TFA) -cmms :^t&mSiiyxm^m^mf;^o jRaioe 

fflg (25X) . ESI-MS : 590. 3(M+H. Sslfil590. 38) , 612. 3(M+Na) 

BuMO-fb^^1 1 1 OStti*: (0.18g) ^fflUT. iti^b 
Xit^<^ 1 <0^1t{^46mg^^^o ESI-MS : 590. 3 (M+H. Sig1ii590. 38) . 612. 3 (M+ 
15 Na) 

CIISfi<5'J2) ;Sft?tt«ll^ 





(10 ng/ml) 


(1/z g/ml) 


(100 /i g/ml) 






+ /- 




(PH 7.0) 


+ 


+ /- 




10%4=ll&i«jfi«Sr 


+ 


+ /- 




DMSO 




+ 


+ 
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JgSlpHS. 0. 1mMEDTA(C^yiS»^. tJ-'J zfdT:/^-f V-*ffllNTmRNA^SI 
^fCUTiSig^PmrCcfcy cDNA*^^$-t±;to RNaselCcfcUJimNA^^P^-a: 

n^tirc—:^m c dna^^i^icutdnatK u j?^ ^— ific j; y 2Bm c dna^^ 

10 ^t^itfco CCD^. T4DNA^y>^— b'lCj:oT2Ml^cDNA ^^/mstty^:. Ec 
oR1-?i5^^— !flc«ky. EcoRl*JPS»mSPiaicpt5^;Hk$-lt/i:^. EcoRlUV*- 

7^:/^-^ y ^— ^ic J: y jg^^-ar^o y;uiSjSic<fc y $mjt(Dy v -T^-f 
^nv^-'y><f^v hlCcky^A^7 7-v^^i*j&^>£:o #e)n>^^A^7 

A^-f^^y <tL/^o APPcDNA(D^P-— >^lCtt» 75 P^T H^>/t^®*^e> 
tUt^n-S^ y rf3?^ r ^ 2p-ATP^fflOTDNA4^:^-if IC cfc y 

^0!gL-C33^» c:<D^g|3?^U^5=-H^:?^a-:/<!:Ur. l pfu (plaque f 
orming units) (077-v€^^±T:/^-^J^^$-ttT/>^e». ^-<n>ii(cS 

20 ftls^itfeo ;ioD:^->f □VK^T^u^yjf&a-T'ScitiCcfcy. 

vDNA^l2|s:|^lC^14$-ti:T;&^e>. tt»fOUT*5#. CClC. MliWA^^tfJgjg 
T^iSUfc^lC, ^2Ptt(l*ig^llb>£:#gl5?4'U>J-5^Kyo-y«:APx.. 12l^rBl 
/\-f y XSIBS . ^IdT-BMct-rS^y— > lCiE^►Ja^/£:APPiie^ 
<t;ty zfpi^' K*«ffl*iMJ&:^SIB5«J*U>£:t>(^(i. 2mSI<i:UTJK*dc$n 

<D:^7-^?^APPiH£^ (SiM-) *atf7 7— ><i:U;to C(D^f^*liy il-Tc 

iiccfcy. al^Wfc¥-0577->?*^§/t. 7 7—:^(cii*ia*nfc*^e>APPji 
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jai^J;<$ffll!art^AUfe. -rtS:t>t>. APPiife^liitg^lOOMl <^)OPTI-MEMlCi§» 
5 OmI (D0PTI-MEMigite(C)§i?U;t4Ml 05U7t^7x^ h75 >^iii!lbTfc#. C 

u>bcos*ffliia<D^^>s^oPTi-MEiyi^ifeic^*fe^^u. cos-soomi «*n^^6:n: 

ifeA»6. 3IAiSfe^*#WU^l^lOX^flSiSJflljt^^t^DMEMlg||>glC^iftU>£:, 
;iO[>^«>«IC||«6^J 1 -C^/b-fk^^l^^AP 3 6 **e> 4 8 nf^Vk(D^^M±m 
MiL^f-zL — yiZ^U^ mSTIO, 000 r pmlHlK. 5 ^FBl^/6U>bji/i:>±jt 

15 >yt^7Mfi)c^<t:^t^75P>f K^>/t^«^^ttmiR<^>75P-< K^V/t^SSIlJ 
^ELISA^^'y h (KHB3441 : Signal SelectTM Human 0 Ainyloid1-42 ELISA Kit* 
'5lMiKHB3481 : Signal SelectTM Human jS Amyloid1-40 ELISA Kit. BioSource 
International. Inc. CA. USA) IZJi^xmmizm^-t^iZttjiV^^o C<DT 
5 P -< HS'J^EL I SA+ y h ictt. S>^t>C«>2 mU<D7 5 P K ^ W1 ^'M lc*t 

20 -r-SI ;^Cta<*^^^SL/T*-5 9 eTXELISAZ/U-hA^fflSStlTfeU. 

(D^,^gf^*igT. 2;^c*a#*m;t. c:«>2ifcm<*tt2Mfi©75P-r h'^> 
A^®^ES'J-r'5 2gli<0ia<*T'*U, — :^^*SC^7$P^ h'^wt^M. ffe:^ 
25 lifil>75P-r Htaf**il»JU i^#(03S^SJ55(i/j:t%„ iS575 P-f HtJ' Wt^ 
M<DjStMi*;U^+v;U5l5iSB«)T5>'g|2^S (>fVP-f*»i:7^— » <0W 
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m2 







DMSO 




-■m (100 


pM) 






AB42(43) 
(pg/ml) 


AB40 
(pg/ml) 


AB42(43)/ 
AB40 

it 


AB42(43) 
(pg/ml) 


AB40 
(pg/ml) 


AB42(43)/ 
AB40 
ft 


1 




0 


0 




0 


0 




2 


APP695 


1415 


9656 


0.147 


415 


218 


1.90 


3 


APP695 


2845 


6623 


0.430 


855 


151 


5.66 


4 


APP695 
;x^?a— 


2503 


17002 


0.147 


1311 


1726 


0.76 



5 

^3 







[5§.#^ (%) 








AB42(43) 


AB40 




1 










2 


APP695 


71 


98 


98 


3 


APP695 


70 


98 


89 


4 


APP695 


48 


90 


84 



10 A/340(Oig^^CD^^T«$*J98%«i:la^^lOO%lCi5l^lfi^;Stt«:55U>bo THP^f 
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?t^ST*'5Met670Arn. Lys671Leu(D2mi£STIi. A i340lC*frslflW;S14tt 

*^9o%. A/3 42 (43)iC)t=fr-5ifl#}g'ffitt*^48%T^o>£:o i^-fnomm^mmm 

iaSJC<fc'5t)0-e^'5C<!:^C<i:^iSi$fl*)lclIB^-r^>£:«>, ^ 1 ©PgTtJJI^^tl 
S?KU'^^5^KSP5^*^«>^«Ct^/£:APPAIWrM- (C100<hl^p) «:APP695©ftt> U 

20 K^wt^M^ay^uys:. ^^^i^oaics^f. 



^4 







DMSO 


m.mM (100 pM) 


Pit 


= *(%) 








AB42(43) 


AB40 


i^AB 


AB42(43) 


AB40 


i^AB 


A642(43) 


AB40 


i^AB 






(pg/ml) 


(pg/ 


(pg/ 


(pg/ml) 


(pg/ 
















ml) 


ml) 




ml) 










1 


ClOO 


127 


944 


1071 


62 


100 


162 


51 


89 


85 
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inmm 5 D e^!^t-But-OCO-Thr*-Leu-Val-Met-NH-Bz I 
0 7-01 llz^T'^m.mWzVt^Xs t-But-OCO-Thr*-Leu-Val-Met-NH-Bzl 
r*j li, Thr<tLeu<i:<Dia<D^:/5=-KI^^ T-CO-NH-J ^KP+'> 
X5^U>S r-CHOH-CHj-j ^c^^^x.e)tlTt^'5C<!:JitKThr(^t K 




15 I'a 

2* 05DCHA*g (49.5 g. 100.88 nmiol) (Bachenil 23400) *ilfB|x^;U (500 m 

I) izmm. 2o%>>x>^7k-;gjg(50o miiTHJiig, w^^^7K>3t (3 0) . law 
i^TkTHF (500 ml) icjgfl?. -I5t:iz;%*pu ^□Pi^®l'< v:/5^;Ki5. 7 

ml. 121 ramoD^aSTUyt. -15t:T10^FBlJilfSfe. NaBH4*APX. -IS'CTlO^i' 
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mWl^s ■^O^-50°Clc;%iPLT;^^>'--'U (500 ml) ^MTUfco 1 Nlg^ (2 
00 ml) ^feiST^. M(cM-5(Cff1±T30^Klilf U;t. B^Kx 
5^;i.TttaiU. 0. 2Ni£SI. 7X-C3iel. fia»^^7K-eiilli>:gtJ^U>£:^. Na2SO 
^T'^JgU. >§«^S*LT7;i/3--/W**?#rc (39 g) , 7;U3-;U4*39g*3 

5 iHllC^^ftT. 13g-ro^^bJS/tJ(C#U>2:o f^*)*.. Z-Thr (tBu) -ol (13 g, 33 m 
mol) * h;Ux>lcjS«?. a*$2lH|^T;S:-3;t^v ffii7jcDMS0 (120 ml) icigft?. h 
UX5^;U75>(13. 9 ml. 100 mniol) €^^AD^T15'C<07K)&-e>^*PUfc. »J©7^ 
^□rcTHSI-fbSSElltrUv^VlMttdB. 9 g. 100 mraoD^DMSO (70 ml) IC^»U 
TZ-Thr(tBu)-oli§>Klc--«'rBlTigTU;t:o 15''C7K;§T'85i'}t*$ 7K7X't'^SA 

10 UTSIBI^TU. l»®|X5^;U-caajU^. ^y©7;U3-;K*'bPl^lCiSl5lC# 
itBlx^;Hftiii)ft*^T^to-l±T. 7k» ;:5^:t^Tg&IP^ie7K"C>^tJ*U, Nej 
S04T^igU, mt^^. ->U:^y;i/*^A(AcOEt/Hex=l/4)-e«igUTlfi<I© 
T)Vf\L^ (3' ) ^l#^o JR«24. 1 g (:^;U7K>^A^e>81%) « 
X7|?+Mb«^ (4' ) (O-^&L: 

15 T^Ut^LH (3' ) *4^Miro» 2lHllz5J'(tTSlSJc#U;fc, TK^-fbT^h U 
A (62.6 Xin Oil) 1. OglcDMSO (IB47k. 200ral) *»n^50'ClC*PiaL/. mSlStt 
U;to ^A£L>tvAv;UT-5l->j§j«(CTH F mM. 200 ml) $APX.T7Ki%U 
. cnicWSI (10 g. 49 nnnol) QDMSO (50ral) iSjR^iiBTU (;"ST20«?) . 
iSTP3i&A^e) 1 ^J-Sfev Z-Thr (tBu) -H (12.0 g. 40.9 mmol) (Om (510 ml) iSJft 

20 ^j®Tb;t (iSTl^) o iSTJ^T^. MS (20"C) \Z.X\^^W^\^. ;$7K1500 
m|Eti|c^AUTJ5JE&*ITU>bo i^^xf^^UTttatiU. 7K, iaft^^7k-C)ii;^C;$fe/1^ 
il7K«!l^:M-'J^/AT^*S. aaSUTld %(r>Wmi%^'mt;i. PI^(c20a 
<DSJC*l^T. 10 g©ffllii!ISa«?5. J5l52lsI5^^^*)i*-T, S^U^-y^U^^A 
(AcOEt/Hex=l/2) T'liiS!. MCHJgvU^y^U^^A (AcOEt/Hex=l/4) fiS* 

25 UTBfi<lODX7K=^->^b«^ (4' ) ^'^tL. 6.3 g(25 X)o 
^b^«^ (5* ) (D^fiK: 

X/K^-Xb^^D (4' ) (6. 3 g, 20.5 mmol) *a»7Kx^y-;K10 ml) |C5§ 
ft?U» VP>^xXf^;K3. 8 ml, 25 mmol)«:ADX.T. 7K^U>bo tKJ^T. 20X N 
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aOEtO. 6ffll. 24. 5 niinol)^;"STL. Zf^mmW'^s 10%^x>IK7K^mTS^^ 

JSSItrc^. SSffiU. i^U^y^U^^A (AcOEt/Hex=1/2) T'lgSILT (5* ) 
^mtco 66 g (89%) . 

5 it-^^ (6' ) O^fiK: 

x5^;Uxx-x;U5' (7. 38 g. 17. 5 nunoD^^tJ^y-^b (35 ml) (ciSMU. tK 
^TIN NaOH(35 iiil)«5STU^, MSICT2I^PaJIJ^^. 20%^x>^7K-;§)RlC 

AT'^ig$i±. ■^liL;to ::n^h;ux>(50 ml) (C}§MUT>i--f;uA;^±T'90 

10 X:iz%miy. 6I^K^ICh;l.x>^aSES*U. ->'J*y;i/>3^A (AcOEt/Hex=l 
/2) Ti^SLT^b^ia (6* ) $?^>£:. HXMO. 95 g(x5^;i.x::^7^;U/)^e»15. 5 %) 

o 

it^m ( 7 ' ) (o^m : 

hWb^J^S (6' ) (0. 95 a 2.72 mmol) ^BftTkTHF (20 m\) izMMlys - 
15 78'ClC>&iP, 1. IN LIHIIilDS (5.4 ml) ^MTU. -78'C-C3G4J-|g»^. 3:/Pt2 
>5^;i/yP'^> (550m I. 5. 45 raraol) ^m?LX-7S'CX'4Qi^mWUfto fiSftifi^kT 

^» Na2S04T|giS$it. i/U^y^l/^^AT'lRiSILT. eWZ^U-^^ (7' ) ^ 
O. 29 gll$4lBliR$0. 17g^^. [i|iRJ^.f4$PI^(0^S|g[TII]SJgJS&U. ^^3. 
20 mmi^Xs \mUt'^t>1i:^o 4X^0.37 g(34 X) 
it^^ (8' ) (0^^: 
Z^U-^V (7' ) (0.37 g. 0.92 mmol) ^^^y-;K10ml) ICS»U> 5X P 

I^T^itfCo Mii*3i5feUii*S^. (20ml) lCjS»$1+, hUx5^>U 

25 (TEA) (256^1. 1.84 raraol) . BoCeO (400 mg. 1. 84 mmol) (^IllCiPX. 

TMiaT?$*«ii^L^. sjsa&*>u*'y;u*^A (AcOEt/Hex=i/4) xmmiyX 

Btfiim (8' ) iRSO.48 g. 

-fb^^l (9* ) » (1 0' . 1 ' b» 1 1 ' . T a) (D-^fSi : 
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(9' ) (h. TS/fiR^i' (>?^:^5^HH-Val-Met-NHBzl) DMFjSJK^'TEDC^H 

^^AT^isiuT (10') ^mtto i/u^ux— 7^;u (1 0) ^mmn^^s tba 

■ttrmiSU (l*b :TLVM-2) *^/bo dtl*:. DMSOiSJI^'. = ®l<b8SEJI tf U 
>|g<*<i: h'Jx5^;^75>'*fflt^TSwernSl^blCf^L>£:o ttaj^<?5^iiaa<D^. 

) tJim^tlfto Z.(0^h> (11*) $>^y-;Hc-;§»$1±s NaBH4TjS7cU 
X7)l^-)\^Wii\^fto COilTcJgJf&T. (I'a) «!: (Tb) <^ig^#lA«^6 

I'a: TLVM-2) ^mtCo 




Z-T*LVM-NHBzl 

20 

ms&m 6 D ias;Si4o^Js- 3 
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^AUfct hA P P 6 9 Site^^t: h6*tt«SS^ail!a*l^ I M R 3 2 lC^Al>;t 
5 as 







A340 (pg/ml) 


mmm {%) 




100 X/M 


0 


100 


lOiUM 


31 


73 




100 //M 


26 


78 


10//M 


72 


38 
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m ^ <D m m 

1 . T 5 y SIK^JVa I -Va I - 1 1 e-A I a-Th r-Va I - 1 1 e-Va I - 1 1 e-Th r-Leu-Va 
l-Met-Leu-Lys-Lys-Lys (ie?iJ#^1) IC^3t^T. Sgl 1 SaoLeu*#t;jii^U 
;t'>;5:< <!:t)3fli<DT5>'®lcl:U/c£'57 5y^iS5iJJ:UJa:y. meu<!:-?-oeiu 
JitX/XttiS^ICtag-r-57Sy ®l<!:<Z)HlCfct^T. Hl^^- C O - N H 

-|CftX.Tt h'P + ->X5^^>S-CHOH-CH2-«:WU» ^feOTSy^rSI 

y ^ nx t ^T ck I ^ <DT'35 -5 C <»: <!: "T '5^k^'^X(i^<D^a«J^fi*J (C 

A^lle■e»oT<kt^i»7k1475yKXIiProTS^^t^. ^1 lSB©Leu*«. lie 

. X(im9SB<Z>lle/>«. Leu-C*1^T<fct^i»^Ktt7'5ySITil«l$nTt^-5c:<!: 

3. T^ySIK^JIIe-Thr-Leu-Val-Met-Leu (Be5«S^2) iCfeOT 
. |g3#@(DLeu^#t;iimUAc3. 4. 5 X(i 6 i@(075 7 ^J: U /j:ST5 / 
®liS5«J J: y y . ^Leu <i:-eOiSS5^itX/'Xttii^ fciaM^ S T^y^ii(Omz 
^K\Xs ^-^f- K^^- C O - N H - iCftiLT fc K P^r S^X^" U>S- C H O H 

lt7J\^^JVT^ H^b$tlT*5ys ThrcDfc KP+*>;US07km*«i^m!B(1 ~4<0 
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ia{7K14SXI* Z S IC ct y nri ^T cfc O t)OT^'5 C eh <»: f -5 

4. T^yStEfiJLeu-Val-Met-Leu (IE5«JS^3) IC*3l^T. |g 1 S 
S ODLeu <»:ll 2 S e OVa I i Fp^ IC*3 1 ^T. KIS^- C O - N H - ICft^T t 

•r s^b^^xtt-eoo^ffii^M lefts ui^-sigo 

5. 75yKBE9"JThr-Leu-Val-Met (iEfiJS^4) iCfctNT. mi« 

i<?[)Thr<!:m2#g<DLeu«!:(DK(CfclNT. '^^5^KI^^-CO-NH-|Cft^T 
t KP+->x5^U>S-CHOH-CH2-^WU. fdKDZ^yffilF^t^^^li^ 

6. ^^JiacO-fb^^ITfeoT^ Val<Di£BtIIC'aM-r'5LeuA«. lleT 

i»7ktt75 y KSU< (iProic<fc y mjfe^?nTtNSc:<i:*!t$gfe<i:-r^^b^«K!isrX 

iBli7Ki±Z5>'KgU<ttProlcJ:yM«i$nTO'5C<i:*4^Sk<!:fS^b^1*lX(i 
8. |g^3l5(D^b^#lT*i&oT^ Val©mB5ICiag-r^Leu;«)<. lleT' 
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d^->^j\,i^=LjmtiiBocmxib^z:t^^witT^itB^y.it't0mm^tfnz^ 

v^^^PtK— -/USOtt^ y iCTyr-Gly-Arg-Lys-Lys-Arg-Arg-Gln-Arg-Arg-Arg (BE 

o 
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OH I.B0C2O o 
H2N ^ 2. Py-S03/DMS0 H || CHjSMez 



Boc' 




79% (2m) "^Y^ 80% 

2. a^ii^j^—JU 4. Boc-Leu-H(r7i^tK:) 
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11. Boc-Lcu(|)|CH(OTBDMS)CH2|Val-OH 



B4 
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SOCI2, McOH Boc-Met 

L-n^i^> ► Leu-OMe,HCI — Boc-Met-Leu-OMe 

12 EDC, HOBt 



88% 



J3 



95% 

1. TFA JJcv^-^ HCI/v'5»-=^-9->' 

2. EDC, HOOBt. 




T 



s 




'CH3 



. 14. R:=TBDMS 
TBAF ( 

26% ^ l.R=H : Boc-Leu*Val-Met-Leu-OMe 



B5 



BoC 



Ij CH2SM02 H 
800"^ 



Boc' 



Y 





4. Bt)c-Leu-H(Tyi'7't K) 



5a 



5b 



me 




09 




/ 10 ' R=TBDMS 
^I'h R=HCrLVM-2) 



HI 1 
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lb TLVM-2 

I Py-S()3,Et3N/DMSO 




I NaBH4.ftv>'-eODSHPLC5>» 




i'« TLVM-1 



m^ 2 
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SEQUENCE LISTING 

<110> Hiroshi MORI 

<120> Gamma-secretase Inhibitor 

<130> GP59-PCT 

<150> JP 2002-121983 
<151> 2002-04-14 

<160> 13 

<210> 1 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Val Val lie Ala Thr Val lie Val lie Thr Leu Vai Met Leu Lys Lys 
15 10 15 

Lys 



<210> 2 
<211> 6 
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<212> PRT 

<213> Homo sapiens 

<400> 2 

Me Thr Leu Val Met Leu 
1 5 

<210> 3 

<211> 4 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Leu Val Met Leu 



<210> 4 

<211> 4 

<212> PRT 

<213> Homo sapiens 

<400> 4 



Thr Leu Val Met 
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<210> 5 
<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 5 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg 
1 5 10 

<210> 6 

<211> 2088 

<212> DNA 

<213> Homo sapiens 

<400> 6 

atg ctg ccc ggt ttg gca ctg etc ctg ctg gcc gcc tgg acg get egg 48 
Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

gcg etg gag gta ece act gat ggt aat get ggc ctg ctg get gaa eee 96 
Ala Leu Glu Val Pro Thr Asp Gly Asn Ala Gly Leu Leu Ala Glu Pro 
20 25 30 



cag att gcc atg ttc tgt ggc aga ctg aac atg cac atg aat gtc cag 
Gin lie Ala Met Phe Cys Gly Arg Leu Asn Met His Met Asn Val Gin 
35 40 45 



144 
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aat ggg aag tgg gat tea gat cca tea ggg aec aaa aec tgc att gat 192 
Asn Gly Lys Trp Asp Ser Asp Pro Ser Gly Thr Lys Thr Cys Me Asp 
50 55 60 

aee aag gaa gge ate ctg eag tat tgc eaa gaa gtc tac cet gaa ctg 240 
Thr Lys Glu Gly lie Leu Gin Tyr Cys Gin Glu Val Tyr Pro Glu Leu 
65 70 75 80 

cag ate acc aat gtg gta gaa gcc aac caa cca gtg acc ate cag aac 288 
Gin Me Thr Asn Val Val Glu Ala Asn Gin Pro Val Thr Me Gin Asn 
85 90 95 

tgg tgc aag egg gge ege aag eag tgc aag aee eat eee eae ttt gtg 336 
Trp Cys Lys Arg Gly Arg Lys Gin Cys Lys Thr His Pro His Phe Val 
100 105 110 

att ccc tac cgc tgc tta gtt ggt gag ttt gta agt gat gcc ctt etc 384 
lie Pro Tyr Arg Cys Leu Val Gly Glu Phe Val Ser Asp Ala Leu Leu 
115 120 125 

gtt cet gae aag tgc aaa ttc tta eae eag gag agg atg gat gtt tgc 432 
Val Pro Asp Lys Cys Lys Phe Leu His Gin Glu Arg Met Asp Val Cys 
130 135 140 

gaa act cat ctt cac tgg cac acc gtc gee aaa gag aca tgc agt gag 480 
Glu Thr His Leu His Trp His Thr Val Ala Lys Glu Thr Cys Ser Glu 
145 150 155 160 



aag agt acc aac ttg cat gae tac gge atg ttg ctg ccc tgc gga att 



528 
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Lys Ser Thr Asn Leu His Asp Tyr Gly Met Leu Leu Pro Cys Gly lie 
165 170 175 

gac aag ttc cga ggg gta gag ttt gtg tgt tgc cca ctg get gaa gaa 576 
Asp Lys Phe Arg Gly Val Glu Phe Val Cys Cys Pro Leu Ala Glu Glu 
180 185 190 

agt gac aat gtg gat tct get gat gcg gag gag gat gac teg gat gte 624 
Ser Asp Asn Val Asp Ser Ala Asp Ala Glu Glu Asp Asp Ser Asp Val 
195 200 205 

tgg tgg ggc gga gea gae aca gac tat gea gat ggg agt gaa gac aaa 672 
Trp Trp Gly Gly Ala Asp Thr Asp Tyr Ala Asp Gly Ser Glu Asp Lys 
210 215 220 

gta gta gaa gta gea gag gag gaa gaa gtg get gag gtg gaa gaa gaa 720 
Val Val Glu Val Ala Glu Glu Glu Glu Val Ala Glu Val Glu Giu Glu 
225 230 235 240 

gaa gee gat gat gac gag gac gat gag gat ggt gat gag gta gag gaa 768 
Giu Ala Asp Asp Asp Glu Asp Asp Glu Asp Gly Asp Glu Val Glu Glu 
245 250 255 

gag get gag gaa ecc tac gaa gaa gee aca gag aga ace ace age at t 816 
Glu Ala Glu Glu Pro Tyr Glu Glu Ala Thr Glu Arg Thr Thr Ser Me 
260 265 270 



gee ace ace ace ace ace ace aca gag tct 
Ala Thr Thr Thr Thr Thr Thr Thr Glu Ser 
275 280 



gtg gaa gag gtg gtt cga 
Val Glu Glu Val Val Arg 
285 



864 
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gtt cct aca aca gca gcc agt acc cct gat gcc gtt gac aag tat etc 912 
Val Pro Thr Thr Ala Ala Ser Thr Pro Asp Ala Val Asp Lys Tyr Leu 
290 295 300 

gag aca cct ggg gat gag aat gaa cat gcc cat ttc cag aaa gcc aaa 960 
Glu Thr Pro Gly Asp Glu Asn Glu His Ala His Phe Gin Lys Ala Lys 
305 310 315 320 

gag agg ctt gag gcc aag cac cga gag aga atg tec cag gtc atg aga 1008 
Glu Arg Leu Glu Ala Lys His Arg Glu Arg Met Ser Gin Val Met Arg 
325 330 335 

gaa tgg gaa gag gca gaa cgt caa gca aag aac ttg cct aaa get gat 1056 
Glu Trp Glu Glu Ala Glu Arg Gin Ala Lys Asn Leu Pro Lys Ala Asp 
340 345 350 

aag aag gca gtt ate cag cat ttc cag gag aaa gtg gaa tct ttg gaa 1104 
Lys Lys Ala Val He Gin His Phe Gin Glu Lys Val Glu Ser Leu Glu 
355 360 365 

cag gaa gca gee aac gag aga cag cag etg gtg gag aca cac atg gcc 1152 
Gin Glu Ala Ala Asn Glu Arg Gin Gin Leu Val Glu Thr His Met Ala 
370 375 380 

aga gtg gaa gcc atg etc aat gac cge cgc cgc etg gcc etg gag aac 1200 
Arg Val Glu Ala Met Leu Asn Asp Arg Arg Arg Leu Ala Leu Glu Asn 
385 390 395 400 

tac ate ace get etg cag get gtt cct cct egg cct cgt cac gtg ttc 1248 
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Tyr Me Thr Ala Leu Gin Ala Val Pro Pro Arg Pro Arg His Val Phe 
405 410 415 

aat atg eta aag aag tat gtc cgc gca gaa cag aag gac aga cag cac 1296 
Asn Met Leu Lys Lys Tyr Val Arg Ala Glu Gin Lys Asp Arg Gin His 
420 425 430 

acc eta aag eat tte gag cat gtg cgc atg gtg gat ccc aag aaa gee 1344 
Thr Leu Lys His Phe Glu His Val Arg Met Val Asp Pro Lys Lys Ala 
435 440 445 

get eag ate egg tee eag gtt atg aca eae ete egt gtg att tat gag 1392 
Ala Gin lie Arg Ser Gin Val Met Thr His Leu Arg Val Me Tyr Glu 
450 455 460 

cgc atg aat cag tct etc tec ctg etc tac aac gtg ect gca gtg gee 1440 
Arg Met Asn Gin Ser Leu Ser Leu Leu Tyr Asn Val Pro Ala Val Ala 
465 470 475 480 

gag gag att eag gat gaa gtt gat gag etg ett eag aaa gag eaa aae 1488 
Glu Glu Me Gin Asp Glu Val Asp Glu Leu Leu Gin Lys Glu Gin Asn 
485 490 495 

tat tea gat gac gtc ttg gee aae atg att agt gaa eca agg ate agt 1536 
Tyr Ser Asp Asp Val Leu Ala Asn Met Me Ser Glu Pro Arg Me Ser 
500 505 510 



tac gga aac gat get ete atg eca tct ttg ace gaa aeg aaa aee ace 
Tyr Gly Asn Asp Ala Leu Met Pro Ser Leu Thr Glu Thr Lys Thr Thr 
515 520 525 



1584 
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gtg gag etc ctt ccc gtg aat gga gag ttc age ctg gac gat ete eag 1632 
Val Glu Leu Leu Pro Val Asn Gly Glu Phe Ser Leu Asp Asp Leu Gin 
530 535 540 

ccg tgg eat tet ttt ggg get gae tct gtg eea gee aac aea gaa aac 1680 
Pro Trp His Ser Phe Gly Ala Asp Ser Val Pro Ala Asn Thr Glu Asn 
545 550 555 560 

gaa gtt gag cct gtt gat gcc ege cct get gee gac cga gga ctg acc 1728 
Glu Val Glu Pro Val Asp Ala Arg Pro Ala Ala Asp Arg Gly Leu Thr 
565 570 575 

act ega eea ggt tet ggg ttg aea aat ate aag aeg gag gag ate tet 1776 
Thr Arg Pro Gly Ser Gly Leu Thr Asn lie Lys Thr Glu Glu lie Ser 
580 585 590 

gaa gtg aag atg gat gca gaa ttc cga cat gac tea gga tat gaa gtt 1824 
Glu Val Lys Met Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val 
595 600 605 

cat cat caa aaa ttg gtg ttc ttt gca gaa gat gtg ggt tea aac aaa 1872 
His His Gin Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
610 615 620 

ggt gca ate att gga etc atg gtg ggc ggt gtt gtc ata geg aca gtg 1920 
Gly Ala Me lie Gly Leu Met Val Gly Gly Val Val lie Ala Thr Val 
625 630 635 640 

ate gtc ate acc ttg gtg atg ctg aag aag aaa eag tac aca tec att 1968 
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lie Val lie Thr Leu Val Met Leu Lys Lys Lys Gin Tyr Thr Ser lie 
645 650 655 

cat cat ggt gtg gtg gag gtt gac gcc get gtc acc cca gag gag cgc 2016 
His His Gly Val Val Glu Val Asp Ala Ala Val Thr Pro Glu Glu Arg 
660 665 670 

cac ctg tec aag atg cag cag aac ggc tac gaa aat cca acc tac aag 2064 
His Leu Ser Lys Met Gin Gin Asn Gly Tyr Glu Asn Pro Thr Tyr Lys 
675 680 685 

ttc ttt gag cag atg cag aac tag 2088 
Phe Phe Glu Gin Met Gin Asn 
690 695 



<210> 7 

<211> 695 

<212> PRT 

<213> Homo sapiens 

<400> 7 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

Ala Leu Glu Val Pro Thr Asp Gly Asn Ala Gly Leu Leu Ala Glu Pro 
20 25 30 
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Gin Me Ala Met Phe Cys Gly Arg Leu Asn Met His Met Asn Val Gin 
35 40 45 

Asn Gly Lys Trp Asp Ser Asp Pro Ser Gly Thr Lys Thr Cys Me Asp 
50 55 60 

Thr Lys Glu Gly lie Leu Gin Tyr Cys Gin Glu Val Tyr Pro Glu Leu 
65 70 75 80 

Gin Me Thr Asn Val Val Glu Ala Asn Gin Pro Val Thr Me Gin Asn 
85 90 95 

Trp Cys Lys Arg Gly Arg Lys Gin Cys Lys Thr His Pro His Phe Val 
100 105 110 

Me Pro Tyr Arg Cys Leu Val Gly Glu Phe Val Ser Asp Ala Leu Leu 
115 120 125 

Val Pro Asp Lys Cys Lys Phe Leu His Gin Glu Arg Met Asp Val Cys 
130 135 140 

Glu Thr His Leu His Trp His Thr Val Ala Lys Glu Thr Cys Ser Glu 
145 150 155 160 

Lys Ser Thr Asn Leu His Asp Tyr Gly Met Leu Leu Pro Cys Gly Me 
165 170 175 

Asp Lys Phe Arg Gly Val Glu Phe Val Cys Cys Pro Leu Ala Glu Glu 
180 185 190 



Ser Asp Asn Val Asp Ser Ala Asp Ala Glu Glu Asp Asp Ser Asp Val 
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195 200 205 

Trp Trp Gly Gly Ala Asp Thr Asp Tyr Ala Asp Gly Ser Glu Asp Lys 
210 215 220 

Val Val Glu Val Ala Glu Glu Glu Glu Val Ala Glu Val Glu Glu Glu 
225 230 235 240 

Glu Ala Asp Asp Asp Glu Asp Asp Glu Asp Gly Asp Glu Val Glu Glu 
245 250 255 

Glu Ala Glu Glu Pro Tyr Glu Glu Ala Thr Glu Arg Thr Thr Ser lie 
260 265 270 

Ala Thr Thr Thr Thr Thr Thr Thr Glu Ser Val Glu Glu Val Val Arg 
275 280 285 

Val Pro Thr Thr Ala Ala Ser Thr Pro Asp Ala Val Asp Lys Tyr Leu 
290 295 300 

Glu Thr Pro Gly Asp Glu Asn Glu His Ala His Phe Gin Lys Ala Lys 
305 310 315 320 

Glu Arg Leu Glu Ala Lys His Arg Glu Arg Met Ser Gin Val Met Arg 
325 330 335 

Glu Trp Glu Glu Ala Glu Arg Gin Ala Lys Asn Leu Pro Lys Ala Asp 
340 345 350 



Lys Lys Ala Val lie Gin His Phe Gin Glu Lys Val Glu Ser Leu Glu 
355 360 365 
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Gin Glu Ala Ala Asn Glu Arg Gin Gin Leu Val Glu Thr His Met Ala 
370 375 380 

Arg Val Glu Ala Met Leu Asn Asp Arg Arg Arg Leu Ala Leu Glu Asn 
385 390 395 400 

Tyr Me Thr Ala Leu Gin Ala Val Pro Pro Arg Pro Arg His Val Phe 
405 410 415 

Asn Met Leu Lys Lys Tyr Val Arg Ala Glu Gin Lys Asp Arg Gin His 
420 425 430 

Thr Leu Lys His Phe Glu His Val Arg Met Val Asp Pro Lys Lys Ala 
435 440 445 

Ala Gin Me Arg Ser Gin Val Met Thr His Leu Arg Val lie Tyr Glu 
450 455 460 

Arg Met Asn Gin Ser Leu Ser Leu Leu Tyr Asn Val Pro Ala Val Ala 
465 470 475 480 

Glu Glu Me Gin Asp Glu Val Asp Glu Leu Leu Gin Lys Giu Gin Asn 
485 490 495 

Tyr Ser Asp Asp Val Leu Ala Asn Met Me Ser Glu Pro Arg lie Ser 
500 505 510 

Tyr Gly Asn Asp Ala Leu Met Pro Ser Leu Thr Glu Thr Lys Thr Thr 
515 520 525 
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Val Glu Leu Leu Pro Val Asn Giy Glu Phe Ser Leu Asp Asp Leu Gin 
530 535 540 

Pro Trp His Ser Phe Gly Ala. Asp Ser Val Pro Ala Asn Thr Glu Asn 
545 550 555 560 

Glu Val Glu Pro Val Asp Ala Arg Pro Ala Ala Asp Arg Giy Leu Thr 
565 570 575 

Thr Arg Pro Gly Ser Gly Leu Thr Asn Me Lys Thr Glu Glu Me Ser 
580 585 590 

Glu Val Lys Met Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val 
595 600 605 

His His Gin Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
610 615 620 

Gly Ala Me lie Gly Leu Met Val Gly Gly Val Val Me Ala Thr Val 
625 630 635 640 

Me Val Me Thr Leu Val Met Leu Lys Lys Lys Gin Tyr Thr Ser Me 
645 650 655 

His His Gly Val Val Glu Val Asp Ala Ala Val Thr Pro Glu Glu Arg 
660 665 670 

His Leu Ser Lys Met Gin Gin Asn Gly Tyr Glu Asn Pro Thr Tyr Lys 
675 680 685 



Phe Phe Glu Gin Met Gin Asn 
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690 695 

<210> 8 

<211> 2313 

<212> DNA 

<213> Homo sapiens 

<400> 8 

atg ctg ccc ggt ttg gca ctg etc ctg ctg gcc gcc tgg acg get egg 48 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

geg etg gag gta eec aet gat ggt aat get ggc ctg ctg get gaa ccc 96 

Ala Leu Glu Val Pro Thr Asp Gly Asn Ala Gly Leu Leu Ala Glu Pro 
20 25 30 

eag att gee atg tte tgt ggc aga ctg aac atg cae atg aat gtc eag 144 

Gin lie Ala Met Phe Cys Gly Arg Leu Asn Met His Met Asn Val Gin 
35 40 45 

aat ggg aag tgg gat tea gat eca tea ggg ace aaa ace tge att gat 192 

Asn Gly Lys Trp Asp Ser Asp Pro Ser Gly Thr Lys Thr Cys lie Asp 
50 55 60 

ace aag gaa ggc ate ctg eag tat tge caa gaa gtc tac cet gaa ctg 240 

Thr Lys Glu Gly Me Leu Gin Tyr Cys Gin Glu Val Tyr Pro Glu Leu 
65 70 75 80 
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cag ate acc aat gtg gta gaa gcc aac caa cca gtg acc ate cag aae 

Gin lie Thr Asn Val Val Glu Ala Asn Gin Pro Val Thr Me Gin Asn 
85 90 95 



288 



tgg tge aag egg ggc cgc aag eag tge aag aec eat ecc cae ttt gtg 

Trp Cys Lys Arg Gly Arg Lys Gin Cys Lys Thr His Pro His Phe Val 
100 105 110 



336 



att ecc tac egc tge tta gtt ggt gag ttt gta agt gat gcc ctt etc 

Me Pro Tyr Arg Cys Leu Val Gly Glu Phe Val Ser Asp Ala Leu Leu 
115 120 125 



384 



gtt cct gac aag tge aaa ttc tta cac cag gag agg atg gat gtt tge 

Val Pro Asp Lys Cys Lys Phe Leu His Gin Glu Arg Met Asp Val Cys 
130 135 140 



432 



gaa act cat ctt cac tgg cae ace gtc gee aaa gag aea tge agt gag 

Glu Thr His Leu His Trp His Thr Val Ala Lys Glu Thr Cys Ser Glu 
145 150 155 160 



480 



aag agt ace aae ttg eat gae tae gge atg ttg etg cec tge gga att 

Lys Ser Thr Asn Leu His Asp Tyr Gly Met Leu Leu Pro Cys Gly Me 
165 170 175 



528 



gae aag tte ega ggg gta gag ttt gtg tgt tge eea etg get gaa gaa 

Asp Lys Phe Arg Gly Val Glu Phe Val Cys Cys Pro Leu Ala Glu Glu 
180 185 190 



576 
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agt gac aat gtg gat tct get gat gcg gag gag gat gac teg gat gte 624 

Ser Asp Asn Vai Asp Ser Ala Asp Ala Glu Glu Asp Asp Ser Asp Val 
195 200 205 

tgg tgg ggc gga gca gac aea gae tat gea gat ggg agt gaa gac aaa 672 

Trp Trp Gly Gly Ala Asp Thr Asp Tyr Ala Asp Gly Ser Glu Asp Lys 
210 215 220 

gta gta gaa gta gca gag gag gaa gaa gtg get gag gtg gaa gaa gaa 720 

Val Val Glu Val Ala Glu Glu Glu Glu Val Ala Glu Val Glu Glu Glu 
225 230 235 240 

gaa gee gat gat gac gag gac gat gag gat ggt gat gag gta gag gaa 768 

Glu Ala Asp Asp Asp Glu Asp Asp Glu Asp Gly Asp Glu Val Glu Glu 
245 250 255 

gag get gag gaa ccc tac gaa gaa gee aca gag aga acc acc age att 816 

Glu Ala Glu Glu Pro Tyr Glu Glu Ala Thr Glu Arg Thr Thr Ser He 
260 265 270 

gee ace acc acc acc acc acc aca gag tct gtg gaa gag gtg gtt ega 864 

Ala Thr Thr Thr Thr Thr Thr Thr Glu Ser Val Glu Glu Val Val Arg 
275 280 285 

gag gtg tgc tct gaa caa gee gag aeg ggg ccg tgc ega gca atg ate 912 

Glu Val Cys Ser Glu Gin Ala Glu Thr Gly Pro Cys Arg Ala Met lie 
290 295 300 
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tec cgc tgg tac ttt gat gtg act gaa ggg aag tgt gcc cca ttc ttt 

Ser Arg Trp Tyr Phe Asp Val Thr Glu Gly Lys Cys Ala Pro Phe Phe 
305 310 315 320 



960 



tac ggc gga tgt ggc ggc aac egg aac aac ttt gac aca gaa gag tac 
Tyr Gly Gly Cys Gly Gly Asn Arg Asn Asn Phe Asp Thr Glu Glu Tyr 



325 



330 



335 



1008 



tgc atg gcc gtg tgt ggc age gcc atg tec caa agt tta etc aag act 

Cys Met Ala Val Cys Gly Ser Ala Met Ser Gin Ser Leu Leu Lys Thr 
340 345 350 



1056 



ace cag gaa cet ett ggc ega gat cet gtt aaa ett cet aca aca gca 

Thr Gin Glu Pro Leu Gly Arg Asp Pro Val Lys Leu Pro Thr Thr Ala 
355 360 365 



1104 



gcc agt ace ect gat gcc gtt gac aag tat etc gag aca cet ggg gat 

Ala Ser Thr Pro Asp Ala Val Asp Lys Tyr Leu Glu Thr Pro Gly Asp 
370 375 380 



1152 



gag aat gaa cat gcc cat ttc cag aaa gee aaa gag agg ett gag gcc 

Glu Asn Glu His Ala His Phe Gin Lys Ala Lys Glu Arg Leu Glu Ala 
385 390 395 400 



1200 



aag cac ega gag aga atg tec cag gtc atg aga gaa tgg gaa gag gca 

Lys His Arg Glu Arg Met Ser Gin Val Met Arg Glu Trp Glu Glu Ala 
405 410 415 



1248 
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gaa cgt caa gca aag aac ttg cct aaa get gat aag aag gca gtt ate 
Glu Arg Gin Ala Lys Asn Leu Pro Lys Ala Asp Lys Lys Ala Val Me 



420 



425 



430 



1296 



eag cat ttc cag gag aaa gtg gaa tet ttg gaa cag gaa gca gcc aae 

Gin His Phe Gin Glu Lys Val Glu Ser Leu Glu Gin Glu Ala Ala Asn 
435 440 445 



1344 



gag aga cag cag ctg gtg gag aca cac atg gcc aga gtg gaa gcc atg 

Glu Arg Gin Gin Leu Val Glu Thr His Met Ala Arg Val Glu Ala Met 
450 455 460 



1392 



etc aat gac cgc cgc cgc ctg gcc ctg gag aac tac ate ace get ctg 

Leu Asn Asp Arg Arg Arg Leu Ala Leu Glu Asn Tyr Me Thr Ala Leu 
465 470 475 480 



1440 



cag get gtt cct cct egg cct cgt cac gtg ttc aat atg eta aag aag 

Gin Ala Val Pro Pro Arg Pro Arg His Val Phe Asn Met Leu Lys Lys 
485 490 495 



1488 



tat gtc cgc gca gaa cag aag gac aga cag cac ace eta aag cat ttc 

Tyr Val Arg Ala Glu Gin Lys Asp Arg Gin His Thr Leu Lys His Phe 
500 505 510 



1536 



gag cat gtg cgc atg gtg gat ecc aag aaa gcc get cag ate egg tec 

Glu His Val Arg Met Val Asp Pro Lys Lys Ala Ala Gin Me Arg Ser 
515 520 525 



1584 
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cag gtt atg aca cac etc cgt gtg att tat gag cgc atg aat cag tct 1632 

Gin Val Met Thr His Leu Arg Vai Me Tyr Glu Arg Met Asn Gin Ser 
530 535 540 

etc tec ctg etc tac aac gtg cet gea gtg gee gag gag att cag gat 1680 

Leu Ser Leu Leu Tyr Asn Val Pro Ala Val Ala Glu Glu Me Gin Asp 
545 550 555 560 

gaa gtt gat gag ctg ctt cag aaa gag caa aac tat tea gat gac gte 1728 

Glu Val Asp Glu Leu Leu Gin Lys Glu Gin Asn Tyr Ser Asp Asp Val 
565 570 575 

ttg gee aac atg att agt gaa cca agg ate agt tac gga aac gat get 1776 

Leu Ala Asn Met lie Ser Glu Pro Arg Me Ser Tyr Gly Asn Asp Ala 
580 585 590 

etc atg cca tct ttg ace gaa aeg aaa ace ace gtg gag etc ett eee 1824 

Leu Met Pro Ser Leu Thr Glu Thr Lys Thr Thr Val Glu Leu Leu Pro 
595 600 605 

gtg aat gga gag ttc age ctg gac gat etc cag eeg tgg eat tct ttt 1872 

Val Asn Gly Glu Phe Ser Leu Asp Asp Leu Gin Pro Trp His Ser Phe 
610 615 620 

ggg get gac tct gtg cca gee aac aca gaa aac gaa gtt gag ect gtt 1920 

Gly Ala Asp Ser Val Pro Ala Asn Thr Glu Asn Glu Val Glu Pro Val 
625 630 635 640 
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gat gcc cgc cct get gcc gac cga gga ctg acc act cga cca ggt tct 1968 

Asp Ala Arg Pro Ala Ala Asp Arg Gly Leu Thr Thr Arg Pro Gly Ser 
645 650 655 

ggg ttg aca aat ate aag acg gag gag ate tct gaa gtg aag atg gat 2016 

Gly Leu Thr Asn Me Lys Thr Glu Glu He Ser Glu Val Lys Met Asp 
660 665 670 



gca gaa ttc cga cat gac tea gga tat gaa gtt cat cat eaa aaa ttg 

Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys Leu 
675 680 685 



2064 



gtg ttc ttt gca gaa gat gtg ggt tea aac aaa ggt gca ate att gga 

Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala lie lie Gly 
690 695 700 



2112 



etc atg gtg ggc ggt gtt gtc ata gcg aca gtg ate gtc ate acc ttg 

Leu Met Val Gly Gly Val Val Me Ala Thr Val lie Val lie Thr Leu 
705 710 715 720 



2160 



gtg atg ctg aag aag aaa cag tac aca tec att cat cat ggt gtg gtg 

Val Met Leu Lys Lys Lys Gin Tyr Thr Ser Me His His Gly Val Val 
725 730 735 



2208 



gag gtt gac gcc get gtc acc cca gag gag cgc cac ctg tec aag atg 

Glu Val Asp Ala Ala Val Thr Pro Glu Glu Arg His Leu Ser Lys Met 
740 745 750 



2256 
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cag cag aac ggc tac gaa aat cca acc tac aag ttc ttt gag cag atg 2304 

Gin Gin Asn Gly Tyr Glu Asn Pro Thr Tyr Lys Phe Phe Glu Gin Met 
755 760 765 

cag aac tag 2313 

Gin Asn 
770 

<210> 9 

<211> 770 

<212> PRT 

<213> Homo sapiens 

<400> 9 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

Ala Leu Glu Val Pro Thr Asp Gly Asn Ala Gly Leu Leu Ala Glu Pro 
20 25 30 

Gin Me Ala Met Phe Cys Gly Arg Leu Asn Met His Met Asn Val Gin 
35 40 45 



Asn Gly Lys Trp Asp Ser Asp Pro Ser Gly Thr Lys Thr Cys lie Asp 
50 55 60 



wo 03/091278 !S W PCT/JP03/0S017 

22/28 



Thr Lys Glu Gly lie Leu Gin Tyr Cys Gin Glu Val Tyr Pro Glu Leu 
65 70 75 80 



Gin lie Thr Asn Val Val Glu Ala Asn Gin Pro Val Thr He Gin Asn 
85 90 95 



Trp Cys Lys Arg Gly Arg Lys Gin Cys Lys Thr His Pro His Phe Val 
100 105 110 



lie Pro Tyr Arg Cys Leu Val Gly Glu Phe Val Ser Asp Ala Leu Leu 
115 120 125 



Val Pro Asp Lys Cys Lys Phe Leu His Gin Glu Arg Met Asp Val Cys 
130 135 140 



Glu Thr His Leu His Trp His Thr Val Ala Lys Glu Thr Cys Ser Glu 
145 150 155 160 



Lys Ser Thr Asn Leu His Asp Tyr Gly Met Leu Leu Pro Cys Gly lie 
165 170 175 



Asp Lys Phe Arg Gly Val Glu Phe Val Cys Cys Pro Leu Ala Glu Glu 
180 185 190 



Ser Asp Asn Val Asp Ser Ala Asp Ala Glu Glu Asp Asp Ser Asp Val 
195 200 205 



Trp Trp Gly Gly Ala Asp Thr Asp Tyr Ala Asp Gly Ser Glu Asp Lys 
210 215 220 
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Val Val Glu Val Ala Glu Glu Glu Giu Vai Ala Glu Val Glu Glu Glu 
225 230 235 240 



Glu Ala Asp Asp Asp Glu Asp Asp Glu Asp Gly Asp Glu Val Glu Glu 
245 250 255 



Glu Ala Glu Giu Pro Tyr Glu Glu Ala Thr Glu Arg Thr Thr Ser lie 
260 265 270 



Ala Thr Thr Thr Thr Thr Thr Thr Glu Ser Val Glu Glu Val Val Arg 
275 280 285 



Glu Val Cys Ser Glu Gin Ala Glu Thr Gly Pro Cys Arg Ala Met Me 
290 295 300 



Ser Arg Trp Tyr Phe Asp Val Thr Glu Gly Lys Cys Ala Pro Phe Phe 
305 310 315 320 



Tyr Gly Gly Cys Gly Gly Asn Arg Asn Asn Phe Asp Thr Glu Glu Tyr 
325 330 335 



Cys Met Ala Val Cys Gly Ser Ala Met Ser Gin Ser Leu Leu Lys Thr 
340 345 350 



Thr Gin Glu Pro Leu Gly Arg Asp Pro Val Lys Leu Pro Thr Thr Ala 
355 360 365 
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Ala Ser Thr Pro Asp Ala Val Asp Lys Tyr Leu Glu Thr Pro Gly Asp 
370 375 380 



Glu Asn Glu His Ala His Phe Gin Lys Ala Lys Glu Arg Leu Glu Ala 
385 390 395 400 



Lys His Arg Glu Arg Met Ser Gin Val Met Arg Glu Trp Glu Glu Ala 
405 410 415 



Glu Arg Gin Ala Lys Asn Leu Pro Lys Ala Asp Lys Lys Ala Val lie 
420 425 430 



Gin His Phe Gin Glu Lys Val Glu Ser Leu Glu Gin Glu Ala Ala Asn 
435 440 445 



Glu Arg Gin Gin Leu Val Glu Thr His Met Ala Arg Val Glu Ala Met 
450 455 460 



Leu Asn Asp Arg Arg Arg Leu Ala Leu Glu Asn Tyr Me Thr Ala Leu 
465 470 475 480 



Gin Ala Val Pro Pro Arg Pro Arg His Val Phe Asn Met Leu Lys Lys 
485 490 495 



Tyr Val Arg Ala Glu Gin Lys Asp Arg Gin His Thr Leu Lys His Phe 
500 505 510 



Glu His Val Arg Met Val Asp Pro Lys Lys Ala Ala Gin Me Arg Ser 
515 520 525 
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Gin Val Met Thr His Leu Arg Val lie Tyr Glu Arg Met Asn Gin Ser 
530 535 540 



Leu Ser Leu Leu Tyr Asn Val Pro Ala Val Ala Glu Glu lie Gin Asp 
545 550 555 560 



Glu Val Asp Glu Leu Leu Gin Lys Glu Gin Asn Tyr Ser Asp Asp Val 
565 570 575 



Leu Ala Asn Met Me Ser Glu Pro Arg Me Ser Tyr Gly Asn Asp Ala 
580 585 590 



Leu Met Pro Ser Leu Thr Glu Thr Lys Thr Thr Val Glu Leu Leu Pro 
595 600 605 



Val Asn Gly Glu Phe Ser Leu Asp Asp Leu Gin Pro Trp His Ser Phe 
610 615 620 



Gly Ala Asp Ser Val Pro Ala Asn Thr Glu Asn Glu Val Glu Pro Val 
625 630 635 640 



Asp Ala Arg Pro Ala Ala Asp Arg Gly Leu Thr Thr Arg Pro Gly Ser 
645 650 655 



Gly Leu Thr Asn Me Lys Thr Glu Glu Me Ser Glu Val Lys Met Asp 
660 665 670 
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Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys Leu 
675 680 685 

Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala Me lie Gly 
690 695 700 

Leu Met Val Gly Gly Val Val lie Ala Thr Val Me Val Me Thr Leu 
705 710 715 720 

Val Met Leu Lys Lys Lys Gin Tyr Thr Ser lie His His Gly Val Val 
725 730 735 



Glu Val Asp Ala Ala Val Thr Pro Glu Glu Arg His Leu Ser Lys Met 
740 745 750 



Gin Gin Asn Gly Tyr Glu Asn Pro Thr Tyr Lys Phe Phe Glu Gin Met 
755 760 765 



Gin Asn 
770 



<210> 10 

<211> 10 

<212> PRT 

<213> Homo sapiens 
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<400> 10 

Val Val Me Ala Thr Val He Val Me Thr 
1 5 10 

<210> 11 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 11 

Val Val lie Ala Thr Val lie Val Me Thr Leu 
1 5 10 



<210> 12 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 12 

Leu Val Met Leu Lys Lys Lys 

1 5 



<210> 13 
<211> 6 
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<212> PRT 

<213> Homo sapiens 

<400> 13 

Val Met Leu Lys Lys Lys 
1 5 
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